At 120 min after intranasal administration with a single daily dose for 7 days, the relation between the drug concentration of the plasma, olfactory bulb, cerebrum and histological data (epithelial thickness and observation grade) are presented individually.
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The identified numbers correspond to the photomicrograph numbers of each respiratory and olfactory epithelial sample. b. The average AUC was determined from the average data for the C4 group derived from the PK test and was used as a reference. c. We directly measured the thickness of the normal epithelium in the photomicrograph and determined the range.
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a. The identified numbers correspond to the photomicrograph numbers of each respiratory and olfactory epithelial sample. b. The average AUC was determined from the average data for the C4 group derived from the PK test and was used as a reference. c. We directly measured the thickness of the normal epithelium in the photomicrograph and determined the range.
Histological Data
A single daily dose (0.01 N HCl 10 L) for 7 days K-604 concentration of Plasma, Olfactory bulb, Cerebrum at 120 min after intranasal administration Mean SD
Pharmacokinetic Data
Average AUC in the Olfactory bulb tissue b
Figure S2
S４ 
Within normal limits +2 Minimal +1 Slight +1 a. The identified numbers correspond to the photomicrograph numbers of each respiratory and olfactory epithelial sample. b. The average AUC was determined from the average data for the C4 group derived from the PK test and was used as a reference. c. We directly measured the thickness of the normal epithelium in the photomicrograph and determined the range.
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S６ a. The identified numbers correspond to the photomicrograph numbers of each respiratory and olfactory epithelial sample. b. The average AUC was determined from the average data for the C4 group derived from the PK test and was used as a reference. c. We directly measured the thickness of the normal epithelium in the photomicrograph and determined the range.
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